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Supplementary Figure 1. Full length immunoblots as presented in Figure 1b. 
Immunoblot analysis of Dnmt3b and Dnmt1 proteins in Dnmt3a+/+ normal thymus (Th), 

Dnmt3a+/+ normal spleen (Sp), Dnmt3aΔ/Δ PTCL, and Dnmt3aΔ/Δ CLL samples. Dnmt3b-/- (3b 

KO) T cell lymphoma line was used as a negative control for Dnmt3b immunoblot. The location 

of Dnmt3b and Dnmt1 proteins are marked by arrows. Non-specific bands (N.S.) present in the 

Dnmt3b KO control are labelled.  



 

 

Supplementary Figure 2. Dnmt3a’s tumor suppressor function is cell autonomous 

to the hematopoietic system. (a) FACS diagram showing CD11b and GR-1 

expression (top) and B220 and CD5 expression (bottom) in EGFP- (black) and EGFP+ 

(green) cells isolated from the bone marrow of a lethally irradiated FVB recipient mice 

injected with Dnmt3a/ bone marrow. The mouse was harvested 4 weeks post 

injection. Percentage of cells staining positive in each quadrant are shown in red. (b) 

FACS diagram showing percentage of lineage-Sca1+ckit- cells in  EGFP- (blue) and 

EGFP+ (green) cells isolated from the bone marrow of a lethally irradiated FVB recipient 

mice injected with Dnmt3a/ bone marrow. The mouse was harvested 4 weeks post 

injection. Percentage of cells staining positive in each quadrant are shown in red. 

 

 



 

Supplementary Figure 3. Methylome of long promoter regions in B-1a and CD8. 
Methylation status of 21,838 promoters in B-1a and CD8 samples as determined by 
WGBS. Methylation percentage for individual CpGs were annotated to the promoter 
regions -1,500bp to +500bp relative to the transcription start site.  Methylation 
percentages for all CpGs across the 2000bp region were averaged to give a mean 
methylation value for each gene promoter. Hypomethylation is shown in yellow and 
hypermethylation in blue. 
 

 



 

Supplementary Figure 4. Methylome of long promoter regions with corresponding 
gene transcription in B-1a and CD8. Heat map presentation of 2,000bp promoter 
methylation (analyzed as in Figure S3) and corresponding gene expression (presented 
as average FPKM values as determined by RNA-seq) in mouse splenic B1 and CD8 
cells for 15,732 genes. Genes with high FPKM values are shown in red and genes with 
low FPKM values are shown in green. Heat maps are organized in the same gene order 
to match data for methylation and gene expression. 
 

 

 

 

 

 



 

Supplementary Figure 5. Summary of Ingenuity Pathway analysis (IPA) of all highly 
expressed genes (FPKM ≥ 10) in B-1a and CD8 control samples. P-values were less 
than 0.05 for all categories. 



 

Supplementary Figure 6. Summary of Ingenuity Pathway analysis (IPA) of those 
genes specifically expressed in either B-1a or CD8, but not the other. Genes with an 
FPKM ≥ 10 were used for analysis. P-values were less than 0.05 for all categories. 



 

 
Supplementary Figure 7. Differentially methylation cytosines (DMCS) in CLL and 
PTCL. Methylation status of 13,859,068 CpGs in Dnmt3aΔ/Δ CLL relative B-1a (left) and 
Dnmt3aΔ/Δ PTCL relative to CD8+ T cells (right). Hypomethylated (yellow) and 
hypermethylated (blue) CpGs had a 30% or greater decrease or increase in 
methylation, respectively.  CpGs whose methylation was unchanged are shown in 
black. 
 
 
 
 
 
 



 

Supplementary Figure 8. Methylation status of 15,533,510 CpG dinucleotides in 
control B-1a, control CD8, and Dnmt3a-deficient CLL and PTCL cells as determined by 
whole-genome bisulfite sequencing (WGBS). Hypomethylated CpGs are shown in red 
whereas hypermethylated CpGs are in blue. Hierarchical clustering of samples derived 
from WGBS datasets are shown at the top. 
 

 

 



 

 
Supplementary Figure 9. Average CpG methylation percentage for B-1a (blue), CD8 
(green), Dnmt3aΔ/Δ CLL (red), and Dnmt3aΔ/Δ PTCL (black) relative their position within 
genes. Location of transcription start site (TSS) and the transcription termination site 
(TTS) are shown. 
 

 

 

  



 

 
Supplementary Figure 10. Summary of Ingenuity Pathway analysis (IPA) of all 
differentially expressed genes (FPKM ≥ 10) in Dnmt3aΔ/Δ PTCL and Dnmt3aΔ/Δ CLL 
relative to control samples. Genes with a fold change ≥ 2 and a q-value < 0.05 were 
used in the analysis. P-values were less than 0.05 for all categories.  
 



 

 
Supplementary Figure 11. Genes Hypomethylated and Overexpressed in Dnmt3aΔ/Δ 

CLL (HOC genes). List of HOC genes. Percentage of promoter methylation in B-1a (B1 
% meth; blue), and Dnmt3aΔ/Δ CLL (CLL % meth; yellow) is shown within boxes. 
Similarly, fold differences in gene expression between Dnmt3aΔ/Δ CLL relative to B-1a 
(B1 vs Mut; red) is shown within boxes. 
 

 

 

 

 

 



 

 
Supplementary Figure 12. Genes Hypomethylated and Overexpressed in Dnmt3aΔ/Δ 

PTCL (HOT genes). List of HOT genes. Percentage of promoter methylation in CD8 
(CD8 % meth; blue), and Dnmt3aΔ/Δ PTCL (PTCL % meth; yellow) is shown within 
boxes. Similarly, fold differences in gene expression between Dnmt3aΔ/Δ PTCL relative 
to CD8 (CD8 vs Mut; red) is shown within boxes. Genes common between HOC and 
HOT datasets are shown in red*. 
 

 


